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Dear Sir or Madam:

Phizer (nc. hereby submits the attached cerments on the draft guidance madc available
by the Food and Drug Administration on Decembey 8, 1999, concerning new drug spplications
covered by scclion 505(b)(2) of the Federal Food, Drug, and Cosmctic Act.
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Compments (o the Food and Drug Administration Regarding Drug Approvals Under
Section 505(b)(2)

Pfizer submils Lthese comments Lo Lhe Food and Drug Administration’s (FDA) draft guidance on
new drug upplications (NDAs) covered by section 505(b)(2) of the Food. Drug, and Cosmelic
Act (the Act) (the draft Guidance Documeni)' Plizer objects (o those parts of Lhe draft Guidance
Document that asscrt FDA’s authority to approve new drug applications that rely on a prior

Agency finding of safety and cfilcacy. For the rcasons set forth below, Pfizer requests that FDA
withdraw and reissue the draft Guidance Document to make clear that the Agency will not
approve under section 505(h)(2) of the Federul Food Drug and Cosxﬁctic Acl 2 new dmg
applicaticn (NDA) that relies on a prior finding cf safety and cflicacy. To the cxtent that the
dr2ft Guidance Document reflects FDA’s interpretation of 2] C.F.R. § 314.54, Pfizer also

requests that FDA iniljate rulemaking to modify that regulaticn in a similar manner.

Pfizer’s objections are as follows. LMirst, reliance on, or the unauthsrized use of, an innovator's
safety and cificacy data to approve a competitor’s NDA is not supporied by any reasonable
construcrion of the Ac(, and conflicts with other statutory protections rclaling to the use of

proprictary dara

Second, the Act does not permit the Agency to apply a less rigorous safety and efficacy standard

10 2 505(b)(2) application than to 2 505(h)(1) applicaticn.

I Guidance for Industry: Applications Covered by Scetion 505{(b)(2), Draft Guidance, Food and
Drug Administration, Center for Drug Evaluation and Rescarch (CDER), October 1999,

2 Sceeg., t8 U.S.C. 1905 (Trade Secrets Act); 21 U.S.C. 331(j) (FFDCA prohibition against
FDA disclosure of trade secret information)
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Third, the reliance by FDA or an zpplicant on the Agency’s prior finding of the safety and
cllicacy to approve s 505(b)(2) application constitutes an uncanstitutjonal taking und, thus, is

uniawful.

Accordingly, FDA may not implement the draft Guidance Document or rely on 21 C.F.R.
§ 314.54 to appravc an application that is based on a prior finding of safety and efficacy for an
innovator’s drug producr under scchon 505(b)(2) of the Act and must require such applications to

be supported by the samc scope of data necessary 1o sugporn a 505(b)(1) application.

I Section 505(b)(2) Does Nat Autherize FDA to Appruve a New Drug Application
Based On the Agency’s Prior Finding af Safety and Efficacy

In FDA's drafl Giuidance Documnent, the Agency has stated that it will accept and approve
305(b)(2) applicalions for new «drug products that rely on “the Agency’s Ainding of safety and
effcctiveness for an approved drug, without regard (o a right to rely on such dala,”' Scc
Cujdance Document, at 2. In essence, therelore, the Agency intends (o rely on the unauthorized
use of an innovator’s proprietary and ccmmercially valuable safcty and efficacy data 1o approve
another company's drug product under section 505(0)(2) of the Act.* A proper construction of
scction 505(b)(2), consistent with the Hatch-Waxman Amendments, the legislative history of the
Acl, and other stalufory protections for the proper and legal use of proprictary safety and
cileciiveness data,’ however, do not support FDA's expansion of sectica 505(b)(2) 1o approve
applications that rely on the use of an innovalor’s proprietury dzta without the innovator’s

authonization.

3 Pfizer notes that FDA’s recently articulatcd policy is the first formal declaration by FDA of
the Agency’s intention to permit a 505¢(h)(2) applicant to rely primarily on a prior finding of
safety and effectiveness bused on the unauthorized usc of an innovator’s data. See 21 C.FR.
§ 314.54(2)(1)(iii) (ne starement that ¥DA inlends to aliow rhe unauthorized use of pror
finding of satery and ciTicacy). [n acdijdon, ever if the FDA’s acnons were authorized by the
Act, the Agency may not issue such a substantive change in policy in 2 GGuidance Document,
bul must issuc it a5 a rufcmaking subject Lo notice 2nd comment.

4 See Guidance Document, at 2 noiing that the Agency will sccept:

.24
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The Hatch-Waxman Amendments added scetion S05(b)(2) to the Act ro codify FDA's paner
NDA” policy which permisted an applicant to submit published liferature 0 support the safery
and efficacy of a duplicate of a drug product that was first approved for marketing afler 1962.°
The provision, thurefore, was intended 1o ullow an gpplicant to substitulc literature to satisfy the
“full reports™ requirements of section 5C5 (8)(1} of the Act. Scc H.R. 98-857, Part I, 98th Cong.
2d. Sess. 36 reprinted in |984 U8, Code Cong. Admin. News 2647. 2649 (staling that “under
the Paper NDA procedure, whe generic manufacturer may submit scient.fic reports. instcad of
clinical trizls. to support findings of sufety and cllicacy.”). In facr, the Agency 1tself hus
recognjzed that the Act docs not authorize the approval of 505(b)(2) applications based on an
mnovartor’s salety und effectivencss data. See 54 Fed. Rep. 28872, 28892 (July 10, 1989)
(Agency recognition of the fuilure of the Hatelh-Waxman Amendments to directly address the
appropriate mechanism for obtaining appreval of a significant product change that requires the

_ review o[ climical investigations and, thercfore, is ineligible for approval under the 505(j)
Ahbreviated Now Drug Application (“*ANDA") mechunjsm.); see also 54 {'ed. Reg. at 28875
(July 10, 1989) (recognizing Lhat the term “puper NDA," as il was uscd when Copgress passed
the Hulch-Waxman Amendments, was defined and understood to encompass only app!icatimjs
for duplicate copics of drugs first approved after 1962 that met the “full reports requircments” of
section 505(n)(1} of the Act through published reports in the medical literature establishing the
drug’s safery and effectivencss). Accordingly, FDA's proposed approval of this broad category

ol 505(b)(2) applications exceeds the Agency’s statutory authority and, thus, is unlawful.

a2 505 (b)(2) application [or a change in 2 drug when approval of the application relies on
the Agency’s previous finding of safety and/or cffectiveness for a drug. This mechanism,
which is embodied in u regulation . . . , essentally makes the Agency’s conclusions (hat
would support the appraval of 2 505 (j) applicatien available to an apglicant who
develops a modification of a drug}.

5 Seee.p, 18U.S.C.§1905, 21 U.S.C. §331(().
6 The policy was limiled 1o copics of drug products (or closcly related forms) martketcd afier
1962 and offered for the same indications,
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If Cor.gress had intended for the Agency (o approve applicatiuns under scction 505(b)(2) of the
Act as suggesied in the draft Guidance Document, Congress would have included express
language in that section, similar Lo the fanguage ircluded in section 505() of the Act, which
allows an applicant to show tat an unapproved drug product is the same as a previously
approved drug product (“‘a listed drug product™) and, thus, cxpressly authcrices the Agency Lo
approve the generic drug based on a finding of safety and efficacy of an innovaior’s product. Sce
21 US.C. 355(j). Nothing in ihe Act, however, suggests that Congress iatended to allow such
appravals under section 505(b)(2). To allow the blurring of thesc two different mechanisms is to

undermine the statutory frarnework of the Act and the deiiberate differcnces which Congress

expressly intended for drig approvals.

il. ¥DA’s Proposed Reliance on Prior Findings of Safety and Efficacy Violates the Act
by Allowing Approval of 505(b)(2) Applications Based on z [.css Rigorous Showing
of Safety and Efficacy than S03(b)(1) Applications

FDA's propesal to rely an prior findings of safety and efficacy would also violate the Act
because it would allow the Agency to approve drug products that differ sigmficantly from a
listed drug product but that do not include the same scope of safery and efficacy data required for
505(b)(1) appiications. Specifically, FDA's draft Guidance Document allows the Agency Lo
approvce drugs that diflcr significantly fron: a listed drug under section 505(b)(2) of the Act'based
on: (1) dawa on which neither the applicant nor the FDA has the night ta rely; or altemnatively (2)
incomplete datz not consisting of “full reports.” Reliance on incomplete data would resultin 2
less 1gorous showing of safety and effccliveness under section 505(b)(2) than that required of
applications that are submitied under section 505(b)(1) of the Act. Sec c.g. draft Guidance
Document at 8 (stuling that the Agency will accept S05(b)(2) applications fer drug preducts that
are different from a3 lsted drug, that rely un the Agency's prior finding of safety and
cffectivencss of the listed drug and less than complete studics of safery and effectiveness

(“bridging studies”) to “provide an adequate basis for reliance upon [such a} finding").
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Even the Agency hus recognized that Lhe scope of evidence demanstrating safety and cfficacy are
the same urder scction 505(h)(2). Sce, ¢.g., 21 C.F.R. 314.50(G)(2). (5), (6) (requiring reports of
nonclinical pharmacoiogical and toxicological studres, clinical data, 2nd staristical data‘for hoth
505(b)(1) and (b)(2) applications), scc 54 Fed. Reg. 28872, 28575, 28892 (July 10, 1989) (noting
thut applications that meet the description in section 505(b)(2) of the Act are subject to the same
provigions that govern a full NDDA). Sectior 505(b) requires beth 505(b)(1) and 505(b)(2)
applications 1o include: “full reports of investigations which have been made to show whether or
not such drug is safe for use and whether such drug is effective in use” as described in section
505(b)(1)(A}). Congress recognized that some of the critical data to support safety and efficacy
may be found in studies net conduciud by or for the applicant. Scction 505(k)(2) allows an
applicanr to rely on such studies if they arc in the public domain e.g., “published reports.” 21
U.5.C. 355(b)(1), (b)(2). Nothing ir the statute indicates that Congress intended to lessen the
safety and eflicacy showing for a 505(b)(2) application,

Moreover, Congress made clcar that where it did intend to ailow rcliance on FDA’s prior
findings of safety znd efficacy yuch as upder section 505(j), it intended to allow such drugs
differ oply in limitcd ways from the listed product. Under section S0S(j), these specific limits
include variations in roule of adminisTation, doszge form, sirength, or where one of the aclive
ingredients diflers from those in the lisied drug thar is also 4 combination drug, without having to
regenerate full reports of safety and elficucy. Id. Sce H.R. Rep. 9 -857, Part |, 98th Congress,
2d Sess. 36, reprinted in 1984 U.S. Code. Cong. Admin. News 2656 (stating that an applicsnr
may pelilion for approval of a drug product that varies from the listed drug in route of
adminisiration, dosage form, gtrength, or where one of the wstive‘ ingredients differs from those in

a listed drug that is also a combination drug, asd that “these are the only changes that are

permirtted’?).

To the extent, therefore, thal the Agency refies on the drufl Guidance Document and 21

C.F.R. 314.54 10 approve 505(b)(2) applications for diug products that include other more

.87
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significant diflerences from the listed drug, and arc based only on incomplete studies, i.c.,

limited bridging studies, the drafi Guidance Document and rogulation are illegal,

lI. The Approval of a S05(b)(2) Appllcztion Besed on FDA's Prior Finding of Safety

and Efficacy Constitutes z2n Unconstitutional Taking

Finally, the Agency’s proposed unauthurized usc ol an inmovator’s data is unsupperied by the
statute and legislalive history, is Fundamemally unfair 1o rcsearch-based companies, and
constiluies an unconstilutional taking. Under the Pifth Amendment of the United States
Conslitution, the govemment may not appropriste another's property without just compensation.
In its draft Guidancc Documens, however, FIDA has staled Lhat it will allow an applicant to rely
withoul antharization on an innevator’s property in dirccl contravention of these conslilutionsl

proteciions.

The inherent property right in safety and efficacy data that is submitled as part of an NDA has
been historically recognized by the Ceurts. Congress, and the Agency. The courts, for example,
have noted thar safety dalu is property and, thus, protecled by the Fifth Amendment. See
Ruckelshaus v. Mousaato Co, 467 U.S. 986 (1984) (recogniving the inherent property right of
sufety data conlained in applications for registration of pesticides to approve generic copics of
previously upproved pesticides under the Federu! Insecticide, Fungicide, and Rodenticide Act
(“FIFRA"), see also Tri-Bio Laboratories, Inc. v. United States, 836 F,2d 135 (3d. Cir. 1987),

cert denjed, 484 U.S. 818 (19%B) (recognizing Lhat approval of a generic animal drug based on an
inaovarer's ANADA is a taking of tive innovator's rights in the dara.). In sddition, Congress also
has acknowledged the inhicrent property rights in such infonnuion in severa) stalutes, including

the Trade Secrets Act, (18 11.S.C. 1905) and at 27 U.S.C. 331(j).
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Moreover, the Agency has recognized the inherent and prolected rights in such information, Scc
eg., 21 CF.R. 314,50 (g) (IMA recognition of the inberent property right of clinical and other
NDA data as trade secret and, thus, recognizing it as proiected from public
disseminalion/disclosure by reqguiring an application that copluins 2 reference to intormation
submitted to the agency by a person other than the applicant . . . to conlain a written sutement
that authorizes the reference and that is signed by the person who submitted the information.™y; -
30 Fed. Reg. 44635 (Dec, 24, 1974) (recognivzing uade secrel siatus of safely and cffectiveness
data in an NDA as a property right and the right o charge a competitor for reference to that dala
if the competitor wishcs lo obtain approval of a generic copy of the produet); see also 46 Fed.
Reg. 27396 (May 10, 1981) (“the Finkel Memorandwm™) (stating thal “no data in an NIDA caa be
utilized te support another NDA without express permission of the origiaal NDA holder” and
thus, stating that for “duplicale NDAs for alrcady approved post [18]62 drugs, the Agency will
aceept published reports as the main supporting documenlation for safety and cffectiveness.” ).
As such, the Agency may not impjement or rely on the draft Guidance Document or 505(b}(2)
regulation to the extent thal it would permit FDA to rely on 4 finding of safely and efficacy of an
innovater’s drug preduet without authoriza‘ion and thereby illegally appropriaie the commercial

value of rhat dala.

iY. Conclusion

‘Yhe Act is clear that FDA must require the samc scope end quality of evidence of safety acd
-cﬁ'u;acy for a drug spproval under 505(b)(2) as that rcquired under 505(b)(1). Nothing in the Act
allows FDA to shen eircujt that requirement by illegally relying on data and prior {indings of
satcty and efficacy which it has no right to divulge or referenco. For the forcgoing reasors,
therefore, and to avoid engaging further in illegal and improper action that will significantly
adversely affect research-based cempanies, the FDA should withdraw and/or reissuc the
505(b)(2) drafl Guidance Document and should not apply 2] C.F.R. §314.54 10 approve NDAs

that rcly without authorization on proprietary data.
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FEB @7 2028 15782 PRCE




FROM MORGAN, LEWIS - DC

1800 M Street, N.W.
Washington, D.C, 20036-5869
Tel. 202-467-7000

Fax: 202-467-7176

FAX MESSAGE

Send to:
(1) Name: FDA--Dockets Management Branch

Firm: ATTN: Michelle

(MON) 02. 07" 00 15:16/8T. 15:16/N0. 3560581293 P |

Morgan, Lewis
&BOCkiUS LLP

CQUNSELORS AT L AW

FAX Number: 301-827-6870

Telephone Number:

(2) Name: FAX Number:
Firm: Telephone Number:
From:

Name: Kathleen M. Sanzo

Telephone Number: 202-467-7209

Number of Pages (INCLUDING COVER PAGE): 9

Floor: 6N Operator Sending:

Time Sent; Pate Sent: February 7, 2000

Note:
JTHEINEORMATION CONTAINED IN THIS FAX MESS,

E PER

INFIDENTIAL

BOVE, THIS MESSAGE MAY BE AN ATTORNEY~-CLIENT COMMUNICATION AND

AS SUCH IS PRIVILEGED AND CONFIDENTIAL, IF THE READER OF THIS MESSAGE 1S NOT THE INTENDED RECIFIENT
OR AN AGENT RESPONSIBLE FOR DELIVERING T TO THE INTENDED RECIPIENT, YOU ARE HEREBY NOTIFIED THAT
YOU HAVE RECEIVED THIS DOCUMENT IN ERROR AND THAT ANY REVIEW, DISSEMINATION, DISTRIBUTION, OR
COPYING OF THIS MESSAGE IS STRICTLY PROHIBITED. IF YOU HAVE RECEIVED THIS COMMUNICATION IN ERROR,
PLEASE NOTIFY US IMMEDIATELY BY TELEPHONE, AND RETURN THE ORIGINAL MESSAGE TO US BY MAIL. THANK

You.

Comments;

RUSH!!!




